4 if 



(19)H*H^HF/f (J P) (12) & §fj i£p §^ & $g (A) 



&Hf¥9- 255669 

(43)&MB 9 ^(1997)9^308 



(51)IntCl. 0 
C 0 7 D 277/54 
A6 1K 31/425 



mm* jrmmm 



ABA 
ABF 
ABG 
ACD 



F I 

C0 7D 277/54 
A6 1K 31/425 



ABA 
ABF 
ABG 
ACD 

$SE»* *W# b8^«©»3 Sffi (£ 9 H) S&H&K< 



(2i)ms## 


ftK¥8- 103104 


(71)ffllgA 


000160522 














(22)tllfiSB 


¥l£84p(1996) 3/i 22 B 




&g»B«rtrHffc*;Sl»r408#i6 








(72)S9I# 


Aft «- 










&S»j9ffirtBaftAW»T408#« 


A3fc« 














































mmwm 












^e»BffiTeffl^AWBr408Sifi 


A3tB 
















(74)ftJIA 







(54) i&wazm mws.*>pyv ! >wm 
(57) [sum 

( I ) 

Uti] 



( I VST w^-SJSiqiWfPfflSr^r-raBJBWWsfcH 

Vs. 



R HN-f 



NH 



(I) 
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[fst#«l] -**<I) 
Ifci] 

o 

R HN-f 

NH 2 

(1) 

[fflt#«2] -&5£ (I) 

[ftlj (3t<K R 1 *5i^R 2 li^^tva±tT, 

R 1 *5 J: tfR 2 1 fl£il±o**|g^--cB 

in** 3 ] si#« i idfe«<zv< vi? d ^ymmftx 

[0 0 0 1] 
[0 0 0 2] 

/g£*ri-s^^ y <r>mmm*s b i o o r g . m 

ed. Chem. Lett. , 3 (8) 1729-17 
34 (1993), J. Med. Chem. , 37 
(2) 3 2 2-3 2 8 (1 9 9 4) *3 &tf!$M¥-4 - 2 
2 1 3 7 1 [C5-]) -£**y>f-y— v-^ n^-dr->y-t 
— If * 1tl$Z. ti b 5 Pfl*f§14Sr*i-S C t 

aMS^tfCVS. LfrLtt&b. Zhbik&Voti? * 
=-^g;Uft&3, 5-v 5 (t-7*fvW) -4-7x/- 
* J: V* 5 £ ft 7 =: / - fc«r £ * ix 



[0 0 0 3] 

*¥-%imm^btix%tz. 0 ziiboHsmmt 
it**!*, T\sj\>*-&j&m\>fem*Gu mzimr 

*3-LX\>^Z>b%*.bilX^Z> 0 
[0 0 0 4] 

U*>tMf^fflo^ft^SI**W»-*-5 r i: Sr 
[0 0 0 5] 

Ufci] 

[0 0 0 6] (5£(K R^itTR^^KWttJfcl, 

t> />»y>Bf. ^nr^m*x°w&zii 

=>*^ IMIT^a*^^^, 
TA^A^A'tf-A'^v'S, [SiftTA-a A'jtf— 
A-TA-^-A-S, XfS, R x io£TfR 2 tf—mz.te^X 

%<r>mm-tz%><r>xhz>. ±e-«sc (D tc*j»t5 
emsR 1 xttR 2 (covNT*^«jictftwi-So 

tt, itt«Xtt#ttLfc«*«l~l 0ffl©<t>«\ 

<tt«*»i~6ffloto^«'bii, 

A\ 3i ^"/K n-7*ntr/K i so-/nf;K n-7* 

^/K iso-^f/K t -7*^^S^-C$>.5. dftk 

©<Si»T/l/*/V-S«mfBL.fc>'M3y^m-7-OH@Xtt2 

»2~1 0m<Vh<D, »*U<tt«**3~8fiOfc© 
^Wbtv, «*tf, jy/K l-7*7'=/K 2-7*r 
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— /K I-'O'ts./K 2 -•'Or— /K 3-^f= 
i&Tvw^v-gSrW-fSfcro^f bit. / 

A'/tf—zPg, i s o-T'ntf^S/^/l/jtfrvUg, 
n -7" h=*f tf/Htf-A'g, i s o -7 h^>#/H|?=. 

*Ag £*T1- 5 T/w a * /VJK=M-Pli $ ft 

yn^^/wg, 4 -t< h 1 --7t=-)V 

4 -31 h 1 -^X-Ag^S^tf 

e>ftSo R 1 JJitfR 2 ot l iEl±©»i 

&Lifc77i^l' 9, SttT^u^W&JWS 



^gfc^ff 5 r. t So 

[0007] *&w<»mmt ^«ii?jfi, 

£££ LTtt, E$£ LT«F»3ft.5iffi»9*#* U\ 
LTIot, &»£L «Elfe& «8S£ 

mm. f y^mL. =^9tm, %&%L. 
wmfflZ-zhZiK rftkicK^ftSfco-mft 

[0008] *»W©ft^-*tt, ^7Vn >nicjs*f 

tiejcDv^-f^-efoortxtv^, (z#) 

5o 

[0009] *3Sifl©ft^*a:T«a©«|jfi«feic* trim 

#5 £i *»W«*fiHaS£fte>fc|R 

jtSftsto-cttftv. 

[0 0 10] 

[ft 2] (tt : KJ&iU 

9*1% ) 



CHO 



S -< NH 
HN-f HX 
NH 2 



[0011] (3;*, R^ilH^ttllWBi:! 

(I) -e«*ix*ft-&*tt» SJfcsU loirf J; 5 
(II) ■CSSiiSfi^yXTyuft Kt, 

(iii) -e*3ttSffc^*©TA'K-A*te 

fcJ:9»3tt»'#S. HRSC (II) -C«$ft 

SlI'OXT^ft Kt-^S; (III) T-?E£ft5 




S ~f . NH 
HN-f 
. NH 2 



(I) 

±, »*L<ttO~3 OOt, it)»*t<l40t;~^ 
ffl*«EO»^i"C 1 ~ 2 4 WWRIS-J-S i t \C «t 9 . -« 
* (I) T*$ft5ft£-<&«r#3ri: 
ffl»JR»*LTflJ^bft5tfrK-Jl^ (III) -e*$ 
nSft-g-«3loC, &:<75SiS^; 2 ic^-fj; 5 fc, 

[0 0 12] 

[ft 3] (£:Rj£o*;2#A 
9*1". ) 



S NH 

XX + 
HjN N NHj 
H 



X-CHjCOaEt 



[0 0 13] XHt/Noy^lB^SrS*1-5. ) 

Org. Synth., Ill, 751 (1 9 5 5) I: 



o 

A 

S-( NH 
HN-f HX 
NH 2 



(ID) 

[OOUllt, *»Wtt, -«SC ( I ) 
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[0 0 15] 
Utl] 

[0016] R 1 te£xfR z \**ti : etim&L 

til*, Tu/u¥-K£»MftUB«:*U mciMTU/u 
*-5.fcmift%is£Xf I VST wv-^-gj&WjfBlftUB 

38Wtt-JK!* (I) x?t$H5^^!)ryRl^fc 

fcli-rs. (i) ■casti-sfc-a-itefctt-toK 

SC (I) "C«S*bSft-&*tfctt-tO*«r» 10 
ftl~1 00 0mg. 0tL<ttlO~5OOmggI 

[0017] ^sinoBXiuMba, Atoommmt 
w. i£f+8J cmmk m^m, jj i^^-sis 

«*tf, WWMfcLTtt, ?L», a«, 
ft&mt LTtt, #y f-/wfn y KV, t K 

tSJR^Jfc LTtt, ^T7!)V^ 

ry vK««st*ttffli-5r t-ss-ets. rft&oflu;:. 



[0 0 18] 

mmm ^T^m^ma^mmm^u *%wt: 

n- (4, 5-^KD-4-t*y-2-f7yy 

^WI*10gWoDS8if;H0. 9g 
£;n*/-vH 0 0ml fci8«?U ffi^T3^F^jl^^ 

^-TSrttCtiJN- (4, 5-v>t Ko-4-^df-y 

-2-^ryy^) ^7^yfiitn. 5 g mm 

7 0%) £#fc 0 ®£2 4 0t ($H») 

[0019] mmm 1 

(Z) — N— (5-7i=;Mfl/y-4, 5-ytH 
n-4-^y-2-f7>'P;i') 77—W 
^yXTM'kKl. lg, . N- (4, 5—5?fcFn 
-4-t*y-2-f7v'!);l') ^7-^i£8j£2 g 
*3<tlF^-thy !>A2. 95gJrftl!10nilt;i«f 
U 8 0 < C-ClB$r^# Ufc. ft&fft. R£****fc 

ft*Ufctft:**y-/i'a»&©S*S*fcJ:0 (Z) -N- 
(5-7i-;Mfvy-4, 5-^tKo-4-t* 
y-2-^r^y/w) ^T-S^l. lg 3 
%) Sr»fc. 

R£ 2 6 4t (KM) 

TtmttVT C 11 H lo N 4 OS-0. 8H 2 0 
tfgffi C 50.68 H 4.48 N 2 
1.4 9 

SlSJffi C 50.72 H 4.53 N 2 
1.6 1 

1 H-NMR (DMSO-d 6 ) 7. 33~7. 59 
(m, 6H, A r H, olefin), 7. 7 9~8. 
80 (brs, 4H, — NH) 

[0020] «r> &nms£xfgMm<ai3 mcmir 
mmm 2 ~ 1 7 mt&oo&mco 
mmm 2 

(Z) -N- {5- (4'-^f/l'7i=;Mfl/V) 
-4, 5 - i>t Ko - 4 - - 2 - f 7 / !) /W ^ 

JRSfS 5 8% 

ffl!^ 2 7 9-2 8 3=C (^«?) 

TC^^W C 12 H 12 N 4 OS-0. 8H 2 0 

tf^ffi C 52.46 H 4.99 N 2 

0. 3 9 

m$m C 52.32 H 4.71 N 2 
0. 2 5 

1 H-NMR (DMSO-d e ) 2. 34 (s, 3 
H, -CH 3 ) , 7. 29 (d, 2H, J=8. 10H 
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z, A r H) 7. 45 (d, 2H, J = 8. 10Hz, 
A r H) 7. 54 (s, 1 H, olefin) 7. 82 
-8. 6 4 (b r s, 4 H, -NH) 

[0021] mmm s 

(Z) -N- {5- (4 ' — T y^DfcVU7o:^;^^ 
l/y) -4, 5-v ? bKn-4-^V-2-f7/!J 

lRsp 2 7 % 

816 2 6 8-2 7 it: (#ft?) 

TcKf C 14 H 16 N 4 OS-0. 8H 2 0 

ft^ffi C 55.54 H 5.86 N 1 

8.5 0 

C 55.34 H 5.72 N 1 

8.4 6 

1 H-NMR (DMSO~d 6 ) 1. 20 (s, 3 

H, -CH 3 ) , 1. 23 (s, 3H, -CH 3 ) , 

2. 4 8 — 2. 5 1 (m, 1 H, -CH (C 

H 3 ) 2 ) , 7. 34-7. 54 (m, 5H, A r H, 

olefin), 7. 60 — 8. 68 (brs, 4H, 

-NH) 

[0022] mmm4 

(Z) -N- {5- (4'-^nn7i^fl/y) 
-4, 5-v ? fc*KD-4-^y-2-f7^y;l/) ^ 

lR^ 6 1 % 

2 8 7-2 9 0t (#M) 
TC^^tff C 11 H 9 N 4 OSC1»0. 8H 2 0 
thWIS C 44.76 H 3.62 N 1 

8.9 8 

USUI C 44.52 H. 3.51 N 1 

8.8 5 

1 H — NMR (DMSO-d 6 ) 7. 53 — 7. 60 
(m, 5H, ArH, olefin), 7. 76-8. 
8 0 (brs, 4H, -NH) 

[0023] mmms 

(Z) -N- {5- (4'-tKo^>7x^Mfl/ 
V) -4, 5-^fcKn-4-^y-2-fT/y 

lR*£ 1 8 % 

|R£ 2 7 3t 

Tt^ftVt C 11 H lo N 4 O 2 S-0. 8H 2 0 
ft^jt C 47.75 H 4.23 N 2 

0.2 4 

HSOtt C 47.61 H 4.15 N 2 
0.3 2 

1 H — NMR (DMSO-d 6 ) 6. 86-6. 91 
(m, 2H, ArH) , 7. 3 8-7. 4 3 (m, 2 

H, ArH) ,7.49 (s, 1 H, olefin), 
6. 9 2 — 8. 6 0 (brs, 4H, -NH) , 9. 9 

2 (s, 1H, -OH) 



[00 2 4] mmme 

(Z) -N- {5- (4 ' Y**s7 

» -4, Kn-4-^y-2-fr/y 

<X* 5 0% 

2 6 4-2 6 7°C (ftffl 
7C^##r C 12 H 12 N 4 O 2 S-0. 8H 2 0 
ffiLffl C 49.58 H 4.72 N 1 
9.2 7 

U®M C 49.30 H 4.54 N 1 

9.2 5 

1 H — NMR (DMSO-d 6 ) 3. 81 (s, 3 
H, -OCH 3 ) , 7. 0 6 (d, 2H, J=8. 90 
Hz, ArH) , 7. 52 (d, 2 H, J=8. 90H 
z, ArH), 7. 54 (s, 1H, olefin), 
7. 6 3 — 8. 8 2 (brs, 4 H, -NH) 

[0025] mmm i 

(Z) -N- {5- (4'-7th^r^>7i^MfU 

» -4, 5-v j tKp-4-«y-2-fjyy 

JR* 2 9% 

■A 2 3 5t (#») 

5c^^«f C 13 H 12 N 4 O 3 S-0. 8H 2 0 
fr»ffi C 48.99 H 4.3 0 N 1 
7.5 8 

m$M C 48.84 H 4.13 N 1 

7. 4 8 

1 H — NMR 2. 2 8 (s, 3H, - 

OOCCH3) ■ 7. 26 (d, 2H, J = 8. 64H 
z, ArH) , (DMSO-d 6 ) 7. 58 

(s, 1H, olefin), 7. 61 (d, 2H, J 
= 8. 64Hz, ArH) , 7. 39-8. 40 (br 
s, 4H, -NH) 

[0 0 2 6] £ffittl8 

(Z) — N— {5- (4 ' h*^yl/#^/V7x^ 
/M^V) -4, Kn-4-**y-2-^" 

IR* 6 6 % 

ILK ' 2 8 2-285^ (#fl?) 

Ttiif C 13 H 12 N 4 O 3 S-0. 8H 2 0 

frgH C 4 8.99 H 4.30 N 1 

7.5 8 

C 48.75 H 3.22 N 1 

7.5 6 

1 H — NMR (DMSO-d 6 ) 3. 87 (s, 3 
H, -OCH3) , 7. 61 (s, 1H, olefi 
n) , 7. 69 (d, 2H, J = 8. 37Hz, Ar 
H) , 8. 04 (d, 2H, J = 8. 37Hz, Ar 
H) , 7. 2 5-8. 5 2 (brs, 4 H, -NH) 
[0 0 2 7] £ffifl|9 
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(Z) -N- {5- [4'- (E) h+io&^Tfci 
/l^nx^/w^oi^M ^-u:/] -4, 
4-*-*y-2-^T;/ ?7~V> 

3 5 % 
H£ 2 5 5t3 

7C^i##f C 17 H 18 N 4 O 3 S-0. 8H z O 
ttgffi C 54.77 H 5.30 N 1 

5.0 3 

Hfflffi C 54.50 H 5.12 N 1 

4.9 1 

1 H-NMR (DMSO-d e ) 1. 28 (t, 3 
H. J = 7. 02Hz, -OCH 2 CH 3 ) , 2. 09 
(s, 3H, -CH 3 ) i 4. 22 (q, 2H, J = 

7. 02H Z> -och_2_CH 3 ) , 7. 57~7. 6 

5 (m, 6H, A r H, olefin), 7. 26- 

8. 4 0 (brs, 4H, -NH) 

[0028] mmm 1 o 

(Z) -N- {5- (3'-h!J7;^n^^7xr: 
/W^u:/) -4, 5-^fcKn-4-t^ry-2-f 

IR^ 6 2 % 

2 4 8-2 5 lt (#M) 
TC^ftVi C 12 H 9 N 4 OSF 3 «0. 8H 2 0 
f+Sffi C 43.85 H 3.25 N 1 
7. 0 4 

HayfiS C 43.74 H 3.07 N 1 

7.14 

'H-NMR (DMSO-d 6 ) 7. 66 (s, 1 
H, olefin), 7. 72-7. 89 (m, 4 H, 
A r H) , 7. 15-8. 60 (brs, 4H, -N 
H) 

[0029] mmm 1 1 

(Z) -N- {5- (2', 4'-^un7x^;M 
f^y) -4, 5-^fcKo-4-«y-2-f7/ 

JR* 7 0 % 

2 9 4-2 9 8<C (#ft?) 
7t;^W C 11 H 8 N 4 OSC1 2 -0. 8H 2 0 
IrSffi C 4 0. 0 9 H 2. 94 N 1 
6.9 9 

mmm c 40.26 h 2.82 n 1 

6.8 4 

'H-NMR (DMSO-d 6 ) 7. 73 (s, 1 
H, olefin), 7. 5 5-7. 6 3 (m, 3H, 
A r H) , 7. 89 — 8. 72 (brs,4H, -N 
H) 

[0030] mmm 1 2 

(Z) -N- {5- (3', 4'-^fc Kp^>>7x^ 
/Mfl/V) -4, Kn-4-t^y-2-f 



(X* 3 2% 

M& >300t (#fi?) 

7t;3i##r C 11 H lo N 4 O 3 S-0. 8H z O 

ft©ffi C 45.14 H 3.99 N 2 

0.7 7 

M®M C 45.33 H 3.76 N 2 
0.6 1 

'H-NMR (DMSO-d 6 ) 6. 82-6. 99 
(m, 3H, A r H) , 7. 40 (s, 1H, o 1 e f 
in) , 7. 6 0-8. 7 2 (brs, 4H, -N 
H) , 9. 2 7 (brs, 2H, -OH) 

[0031] mmm 1 3 

(Z) -N- {5- (4 ' - fc Kp=^>-3 '-^^ 
^x^/Mfl^y) -4, 5-v?tKp-4-^y 
-2-f7y!JM ?7~iS> 

3 0 % 

2 7 7t: (#ft?) 

TC^^ff C 12 H 12 N 4 O 3 S-0. 8H 2 0 
f+^ft C 49.31 H 4.14 N 1 

9.17 

HSItt C 49.25 H 4.09 N 1 

9.2 3 

'H-NMR (DMSO-d 6 ) 3. 82 (s, 3 
H, -OCH 3 ) , 6. 87-7. 15 (m, 3H, A 
rH), 7. 50 (s, 1H, olefin), 7. 2 
3 — 8. 30 (brs, 4H, -NH) ,9.50 
(s, 1H, -OH) 

[0032] mmmi 4 

(Z) -N- {5- (3 ' -b Ko#*/-4 ' 
i/7xx;MfI/^) -4, 
-2-^T^D/U} 77~i/l/ 
JK^S 4 8 % 

■A 2 6 3-2 7 7<t 

7ciii##f C 12 H 12 N 4 O 3 S-0. 8H 2 0 
ft^ffi C 49.31 H 4.14 N 1 

9.17 

Hfflltt C 49.57 H 4.34 N 1 

9. 04 

'H-NMR (DMSO-d 6 ) 3. 82 (s, 3 
H, -OCH 3 ) , 7. 02 (s, 3H, A r H) , 
7. 44 (s, 1H, olefin), 7. 70-8. 
7 5 (brs, 4H, -NH) ,9. 1 8 ( s, 1 H, 
-OH) 

[0033] mm\ 1 5 

(Z) -N- {5- (3', 4' -v^ Y**/y*=*A, 
M -4, 5-^bKn-4-^y-2-f7 

iR* 4 2% 

2 7 3-2 7 6^ (##?) 
7cif§##f C 13 H 14 N 4 O 3 S-0. 8H 2 0 
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ft^lS C 48.68 H 4.90 N 1 

7.4 7 

USUI C 48.94 H 4.77 N 1 

7.5 8 

1 H — NMR (DMSO-d 6 ) 3. 21 (s, 3 

H, -OCH 3 ) , 3. 81 (s, 3H, -OC 

H 3 ) , 7. 06-7. 17 (m, 3H, A r H) , 
7. 54 (s, 1H, olefin), 7. 64-8. 
7 0 (b r s, 4H, -NH) 

[0034] mmm 1 6 

(Z) -N- {5- (3', 4' -*=3-U^i/**i/y 
^^;1>J^U» -4, 5-^tKo-4-t^y-2 

4 1 % 

2 6 6-2 7 0°C (#M) 
yz^Vf C 12 H lo N 4 O 3 S;0. 8H 2 0 
frSfl C 47.30 H 3.84 N 1 

8.3 9 

£®M C 47.53 H 3.95 N 1 

8.4 1 

1 H — NMR (DMSO-d 6 ) 1. 91 (s, 2 
H, -0CH 2 0-) , 6. 09 (s, 1H, Ar 
H) , 7. 0 2-7. 13 (m, 2 H, A r H) , 7. 
50 (s, 1H, olefin), 7. 60-8. 70 
(b r s, 4H, — NH) 

[0035] mmm 1 1 

(Z) -N- {5- (4 ' -Tir h^r^-3 ' 
^7i^;Mfi/y] -4, 5-^tKD-4-^y 
-2-f7/U;W tf7~*J> 
IR* 2 1 % 

HA 14 7t 

tc^ C 14 H 14 N 4 O 4 S-0. 8H z O 

IrSffi C 48.21 H 4.51 N 1 

6.06 

*9Jffi C 48.10 H 4.42 N 1 

5. 9 1 

1 H — NMR (DMSO-d 6 ) 3. 83 (s, 3 
H, -OCHg) , 3. 84 (s, 3H, -OOCCH 
3 ), 6. 55-7. 72 (m, 4H, A r H, ole 
fin), 7. 32-8. 50 (brs, 4H, -N 
H) 

ioo36] mmm 1 8 

(Z) -N- {5- (4 ' -fc Kn^>-3 ' b=*r 
$/7x^;Mf U^) -4, KP-4-t+V 

(Z) — N — {5- (4 ' - 1 Kn*^-3 ' 
V7x^Mf l/y) -4, 5-i?K Kp-4-^-^tV 

^lOOrnl a:-^/H^fl^*^*i«Lfc 0 



(Z) -N- {5- (4 ' -fc Kn^ri/-3 ' 
v^7x^fuy) -4, 5-v^fc Kn-4-**y 
- 2 -^T ✓!>/!/] ^T-i^ifi^ifiO. 9 5g (flX^ 

8 9%) £#/c 0 

2 4 6t: 

7C*^«f C 12 H 12 N 4 0 3 S-HC1 
frgtt C 43.84 H 3.99 N 1 
7.0 4 

US!® C 44.00 H 4.03 N 1 

7. 18 

1 H — NMR (DMSO-d 6 ) 3. 83 (s. 3 
H, -OCH 3 ) , 6. 99 — 7. 2 1 (m, 3H, A 
rH), 7. 74 (s, 1H, olefin), 8. 6 

9 (brs, 5H, -OH, -NH) 

[0037] ur, mmmi s^mtm^^xmrn 

mi 9, 2 0©flsfi**r»fc. 
1 9 

(Z) -N- {5- (4' -fc h^r 

i/y ^-^t^uy) -4, 5-v^fc Kn-4 y 

JR* 8 6 % 

HA 1 6 9-1 7 2t (4MB) 

7C*##f C 12 H 12 N 4 0 3 S • CH 3 S0 3 H 

fr^ffi C 40.19 H 4.15 N 1 

4.4 2 

HfflHfi C 40.10 H 4.32 N 1 

4.5 1 

1 H — NMR (DMSO-d 6 ) 3. 80 (s. 3 
H, -OCH 3 ) , 6. 95-7. 21 (m, 3H, A 
rH) , 7. 74 (s, 1 H, o 1 e f i n) , 8. 4 
9 (brs, 5H, -OH, -NH) 

[0038] mmm 2 0 

(Z) -N- {5- (4 ' -fc Kn*>>-3 ' V* 
V7xx;Mf^y) -4, Kn-4-^y 

ifc^ 8 2 % 

>3 0 0 C C (ftffl 
%m&Vx C 12 H 12 N 4 0 3 S-Na 
tr^ffi C 45.71 H 3.84 N 1 
7.7 7 

C 45.60 H 3.92 N 1 

7. 5 1 

1 H — NMR (DMSO-d 6 ) 3. 65 (s. 3 
H, -OCH 3 ) , 6. 2 3-6. 8 7 (m, 3H, A 
rH) , 7. 3 6 (s , 1 H, olefin), 7. 7 
6 (brs, 4H, -NH) 

[0 0 3 9] Jfc{C, #»W0Mfr&»<0 I Wl/^-fc 
[0 0 4 0] tOfcfti 1 
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m&m (a) 

yy h hmti&frbo^y^ty K 4 8/8 OR 

Wistaria h^^KE»l?«fS^#fc„ *0 

!>VK4 8/8 0^jRSr^DLT5J«Sr«fib. 10» 
WwEiStfciWIUfct^^SvSSrWSLfc. ft*;. 



3§Wt£#>l*DMSO&j£tCl X 1 0 _7 M&5^lil 
x 1 O^MtftSJ; ?fci§fl?U gJS#S3»gllCte 

iCfcUlMiLfc. 
[004 1] 

[ffci] 



81*1$ = 

<!*) 



(J 



10 0 4 2] MM* 2 

HfWfffi (b) 

3 2 < ClC{fcofc*-l'n- K (Ty r o d e) ffi^tCHa 
rt!ey|Wy|-J)0K:im t*;?5> 
1 0 - 7 g /m 1 ) £85*0 L-C@»©4H8fc»| 



x 1 0 0 

&Ltc 0 ft*K ^Mft^«DMSO^ICl X 1 0 
- 6 M<tft5«fc5t£&fl?U KJ&&jgl#Iifrt£Ty r o 
d e fKlCgsJP Lfc„ *pffl* (%) l*TE©tmt*KJ;9 

[0 0 4 3] 
[»2] 



(*fM»<DJKH-**#WffliRt8> 



(%) = 



x 1 0 0 



[0044] 3 

(c) 

-7^ h^i^C&fflLfcB a 1 b/C-7?*C>JJ$*M& 
iDBA2T?*©J»j»ISS£;B(,\ 4SF^«*tl: 
B r dUCD]fc9&^*£EL I S A(C"CSDSUfc„ ft 



(»K»OlR«!) 

H3X 1 0- 6 MiftSJ;5Kigfl?U fe&%mmtsk 

[0 0 4 5] 
[fC3] 



WSJ* (%) = 



<S BP 0JBM 



x 1 O 0 



[0 0 4 6] K&tSj4 
Hfdfifc (d) 



4^140. 5%CMC-NalCl Omg/k g iftSi? 

(%) «TB©iS«*KJ:9»aLfc. 

[0 0 4 7] 
[*4] 



[004 8] ±E**#ifc 



(MB«IH-«#B«)M) 

)SJ¥ (%) = x l 0 0 

(»JISlBF©Hlfi) 
(a) ~ (d) tmblMtm [0 0 4 9] 

[3*1] 



-8- 



(*#&B 


£»#fc(a) 






£B;£fc(d) 


£ * * 5 > 




MLR 


Pc-DTH 


(M) 
1x10 T 1x10" 


(M) 
lxlO' 6 


(M) 
1x10"* 3xl0" a 


(Bg/kg) 

(P.O.) 

10 


5 


60.2 101.6 


0.2 


10. B 24.9 


26.4 




78. 5 94.6 


12. 2 


20.3 39.5 


49. 2 









[0 0 5 1] 



(51) Int. CI. 6 aSlJIB-^ 
A6 1 K 31/425 ADA 
C 0 7 D 417/06 3 1 7 



F I 

A 6 1 K 31/425 
C 0 7 D 417/06 



ADA 
3 17 



-9- 



